Experimental and analytical procedures for chemistry have been outlined elsewhere. 1 All Xenopus experiments were performed in compliance with the relevant laws and institutional guidelines at the University of Portsmouth. Embryos were generated and screened according to Guille 2 and incubated at 18°c in the jelly coating until stage 9. The jelly coat was removed with 2% cysteine and embryos were arrayed by Pasteur pipette as 12 embryos in each well of 24 well plates containing 1000 µl of 0.1x MBS (Modified Barth's Saline, supplemented with penicillin 10000U/ml and streptomycin 10mg/ml). The compounds were added to the wells to the final concentration shown. Embryos were incubated at 18°C for 72 hrs and fixed in MEMFA before being analysed by WISH (wholemount in situ hybridisation5 using RNA probe for Egfl7 (fitch) obtained from the European Xenopus Resource Centre (WEB). Embryos for western blot were generated and screened according to ( The jelly coat was removed at stage 2 with 2% cysteine (Guille) and embryos were arrayed by Pasteur pipette as 12 embryos in each well of 24 well plates containing 1000 µl of 0.1x MBS (Modified Barth's Saline, supplemented with penicillin 10000U/cm3 and streptomycin 10mg/cm3). The ISC-2-051-1 and SAHA were added to the wells to a final concentration of 100µM. Embryos were incubated at 18°C until stage 14. One embryo equivalent of freon extracted stage 14 whole embryo lysate was assayed for acetylated alpha tubulin and Electronic Supplementary Material (ESI) for MedChemComm. This journal is
In a microwave vial (35 mL) were placed (3Z)-5-amino-3-(1H-pyrrol-2-ylmethylidene)-2,3-dihydro-1H-indol-2-one, methyl-8-chloro-8-oxooctanoate (1.2 equivalents), triethylamine (1 equivalent), THF (10 mL). The sealed vessel (with a septum) was stirred under initial microwave irradiation of 200 W with the temperature ramped from RT to 90 °C. Once the latter was reached, the reaction vessel was held at this temperature for 30 min by moderation of the initial microwave power. Thereafter, the mixture was cooled to RT, and then the reaction mixture was extracted with ethyl acetate (35 mL) and washed with water (2 x 50 mL). The organic layer was dried (MgSO 4 ). Filtration, then evaporation of the solvent, afforded a yellow solid. The product was recrystallized from ethyl acetate or chloroform with hexane. 1 H NMR (DMSO-d 6 The previous methyl ester (250 mg, 0.63 mmol), was taken up in a mixture of MeOH: THF: 50% aqueous NH 2 OH (5 mL:5 mL:2.5 mL). To this was added potassium cyanide 7 (1 equiv., 41 mg) and the reaction mixture was stirred at room temperature for 7 days. Volatiles were removed in vacuo, to the residue was added water, the resulting precipitate was filtered, washed with water, air-dried to give a bright yellow solid (210 mg, 84% 
oxooctanoate (125 mg, 0.30 mmol), synthesised as above, was taken up in a mixture of MeOH:THF:50%
aqueous NH 2 OH (3 mL:3 mL:1.5 mL). To this was added potassium cyanide (1 equiv., 19 mg) and the reaction mixture was stirred at room temperature for 3 days. Volatiles were removed in vacuo, to the residue added water, the resulting precipitate was filtered, washed with water, air-dried to give a bright yellow solid (110 mg). Methyl ester, (Z)-methyl 6-(3-((1H-pyrrol-2-yl)methylene)-2-oxoindolin-5-ylamino)-6-oxohexanoate (220 mg, 0.60 mmol), synthesised as above, was taken up in a mixture of MeOH :THF : 50% aqueous NH 2 OH (5mL : 5mL : 2.5 mL). To this was added potassium cyanide (1 equiv., 39 mg) and the reaction mixture was stirred at room temperature for 5 days. Volatiles were removed in vacuo, to the residue added water, the resulting precipitate was filtered, washed with water, air-dried to give a bright yellow solid (190 mg). The methyl ester (305 mg, 0.83 mmol) was suspended in THF (5 mL) and MeOH (1 mL), to this was added a solution of sodium hydroxide (2 equiv., 1.66 mmol, 67 mg) in water (1 ml). The reaction mixture was stirred at room temperature overnight. After that, the organic volatiles were removed in vacuo, the reaction mixture was diluted with water and acidified with conc. HCl to pH ~ 2-3. A precipitate formed which was filtered under vacuum, washed with water and air-dried to give the expected product as a brown solid (275 mg). The Boc-protected compound (175 mg, 0.31 mmol) was suspended in CH 2 Cl 2 (10 mL) and MeOH (1 mL). To this mixture 4N HCl/dioxane (2 ml) was added and stirred at room temperature overnight. The volatiles were removed in vacuo, then a saturated solution of sodium carbonate was added to the residue and sonicated. The precipitate was collected by suction and washed on the frit with water, dried, triturated with hot CH 2 Cl 2 to give the title compound as an orange solid (94 mg, 87%). The Boc-protected compound, synthesised as above, (135 mg, 0.24 mmol) was suspended in CH 2 Cl 2 (10 mL) and MeOH (1 mL). To this mixture 4N HCl/dioxane (2 mL) was added and stirred at room temperature overnight. The volatiles were removed in vacuo, then a saturated solution of sodium carbonate was added to the residue and sonicated. The precipitate was collected by suction and washed on the frit with water, dried, triturated with hot CH 2 Cl 2 to give the title compound as an orange solid (108 mg, 95%). 
